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Guidance for Industry
Studies to Evaluate the Safety of Reswdues of
Veterinary Drugs in Human Food:

Repeat-Dose (Chronic) Toxucny Testmg
VICH GL-37

DRAFT GUIDANCE

The objective of this draft gwdance is Ato' estabhsh recommendat!ons for mternahonally harmomzed I

repeat-dose chronic toxicity testing.

Comments and suggestions regarding the document should be submltted to Dlenon of Dockets
Management (HFA- -305), Food and Drug Admmlstratlon 5630 Flshers Lane Rm. 1061, Rockvnlle

MD 20852. Submit electronic comments to hitp: //www fda. qov/dockets/ecomments AII comments
should be identified with the Docket No. 2003D-0466.

For questions regarding this document, contact Louis T. Mulligan, Center for Vetennary Medicine,
(HFV-153), Food and Drug Admlnlst(atlon 7500 Standnsh Place, Rockvulle ‘MD' 20855 '301-827-
6984, e- mall lmulhqa@cvm fda. gov. }
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THIS GUIDANCE HAS BEEN DEVELOPED BY THE APPROPRIATE VICH EXPERT Wb’RkiNé GROUP AND 1S
SUBJECT TO CONSULTATION BY THE PARTIES, IN ACCORDANCE WiTH THE VICH PROCESS. AT STEP 7 "o?\
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STUDIES TO EVALUATE THE SAFETY OF RESIDUES OF ”ETER]N’K’R : DRUGSIN
HUMAN FOOD: REPEAT-DOSE (CHRONIC) TOX!‘CITY“TESTING ‘

o S d it /""x»{‘(‘

This draft guidance, when f'naflzed wrll represent the agency 's curr g on the safety of resrdues of
veterinary drugs in human food.” It does not create or confer any nghts fo or o_n any perso‘n and does not
operate to bind FDA or the public.” You can use an alternatlve approach Nthe approach ‘satisfies the
requirements of the appllcable statute(s) and/or regulatlon(s) If’ you want to d‘ iscuss an alternatlve approach,
contact the FDA staff responsible for |mplementmg ‘this guidance. I you cannot ldentrfy the approprrate FDA
staff, call the appropriate number lrsted on the title page of this’ guldance "

1. INTRODUCTION

1.1. Objective of the guidance

A variety of toxicological evaluations are performed to estat)llsh the sa ty ‘of vetermary drug
residues in human food. The objective of this’ guidance is to estapllsh recommendatlons for
internationally harmonized repeat-dose chronic toxicity testlng '

FDA’s guidance documents, including this gurdance, do not t establish leg jaily enforceable
responsrbrlmes Instead, guldances describe the’ Agency s current t‘h%”

cited. The use of the word “should” in ‘Agency gurdances means that 1
recommended, but not required. , f'

1.2. Background and scope of the guidance

The current guidance is one of a series of gwdances developed to facrlltate the" mu 1al acceptance
of safety data necessary for the determination of acceptable dally intakes (ADls) for vetermary drug
residues in human food. This’ gurdance was developed affer consrderatlon of the current practlces
for evaluating veterinary drug residués in human food in ‘the EU; Japan UéA Australla ‘New
Zealand, and Canada. It also took account of available data from sub- chromc and chronlc toxrcrty
studies.

While this guidance recommends a framework for chronic toxrcrty testmg of vetennary drugs itis
important that the design of the test remams flexible. Thls gurdance does ot preclude the possibility
of alternative approaches that may offer an equivaient assurance 'of safety, including scientifi cally
based reasons as to why chromc toxicity testing may not need to be provuded Wlthln the context of

observed adverse effect level (NOAEL) for toxicify seen followmg chromc “treatment.”

1.3. General principles

Adequate toxicity testing should include the administration of ‘e’peated doses to assess the effects of B
prolonged exposure to a parent compound and/or metab lﬂltes ‘to define the toxic effects of
compounds followmg chronlc exposure and to ascerta the hrghest dose that does not produce
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toxicity. Available information on the compound should be utlhzed in deSIQnmg the chromc toxmrty
test. The data obtained in this test | may ‘be used to’ estabhsh a NOAEL for a vetennary drug

2. GUIDANCE
2.1. Repeat-dose (chronic) toxicity test
2.1.1. Purpose

Chronic toxicity testing is recommended to (1) define toxnc effects based on 1ong-term exposures to

the compound and/or its metabolites, (2) identify target organs and toxrcologlcal endpornfé inrelation
to dose and/or duration of exposure, (3) determine dosages assocrated wrth toxm and brologlcal
responses, and (4) establish a NOAEL.

21.2. Setection of test species

Species selection should take account relevance to human metabohsm pharmacoklnettcs and
pharmacodynamics. The generally accepted default rodent specres recommended is the rat, and the
default non-rodent species recommended is the dog.

A review of available data on different chemicals was mconcluspve wrth regard to the selectron of the!
number of species needed for chronic toxrcrty testlng ‘Further’ analysns of data may clanfy this issue.
In Japan, chronic studies are requrred intwo specues However, wnth appropriate screntlf" ic :
justification, chronic toxicity testing 'may be carried out in only one spemes In the EU and the USA

. at least one test species should be used. Chronic testing should be performed in ythe most ™
appropriate species chosen on the basrs of alf avaxlabte screntuf ic data mctudlng 0= day studies. -

The default species recommeénded is the rat.”

2.1.3. Experimental design

Chronic toxicity tests should be conducted in accordance with Orgamzatuon for Economm e e
Cooperation & Development (OECD) Test Gurdelme 452 “Chronlc Toxmty Studres 1

2.1.4. Pathological examlnatlon

Gross necropsy and histopathological examlnatlon should be performed in accordance with
OECD Test Guidelines 408 (“Repeated Dose 90-day’ Oral Toxrcrty Study in ‘Rodénts” 2y and 409
(“Repeated Dose 90- -day Oral Toxrcrty Study in Non-rodents” %) with the following amendments:

o the following tissues also should be examined: bone (sternum femur and Jornt) clitoral or
preputial gland (rodents only), Harderian gland, Iachrymal gland Iarynx nasal cavity, optic
nerves, pharynx, and Zymbal gland (rodents only).

o for non-rodents, hrstopathotogrcal evaluatrons should be made on all prescribed fissues plus

gross lesions from all animals.
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